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Claims 1-16 and 20-22 were rejected under 35 U.S.C. § 1 12 ? first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled In the art that the inventor bad possession of the claimed 
invention. Applicants respectfully traverse this rejection to the extent that it is applied to the 
claims as amended. 

The Legal Standard for Written Description 

The first paragraph of 35 U.S.C. § 1 12 sets forth the written description 
requirement for patents as follows: 

"The specification shall contain a written description of the in vention, and 
of the manner and process of making and using it, in such full , clear, concise, and 
exact terms as to enable any person skilled in the art to which it pertains or with 
which, it is most nearly connected, to make and use the ssame, and shall set forth 
the best mode contemplated by the inventor of carrying out his i n vention." 
The standard regarding what is or is not supported by the specification has been clearly 
articulated as "requiring the specification to convey with reasonable clarity to those skilled in the 
art that, as of the filing date sought, die inventor was in possessi on of the invention", i.e., 
whatever is now claimed. Vas-Cath, Inc. v. Mahurkar, 935 F.2d 1555, 19 USPQ2d 1111,1117 
(Fed . Cir. 1 991). Compliance with the written description requirement is essentially a fact- 
based inquiry that will "necessarily vary depending on the nature of the invention claimed." Vas- 
Cath Inc. v. Mahurkar, 935 F.2d 1555, 1563 (Fed. Cir. 1991) (citing In re DiLeone, 436 F.2d 
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1404, 1405 (CCPA 1971)). Satisfaction of the written description requirement is determined on. 
a case-by-case basis. 

The inquiry into whether or not there is an. adequate written, description is not performed 
in. a vacuum. "Knowledge of one skilled in the art is relevant to meeting [the written description] 
requirement." Enzo Biochem, Inc. v. Gun-Probe, Docket No. 01-1230 (Fed. Cir. Apr. 2, 2002) 
(slip op.). This fact has implications not only for validity challenges, but also for patent 
prosecution. See In re Alton, 76 F.3d 1 1 68, 1 174-75 (Fed. Cir. 1 996). 

In the most recent CAFC decision, Enzo Biochem, Inc. v. Gen-Probe, Docket No. 01- 
1230 (Fed. Cir. July 15, 2002), the Federal Circuit vacated a prior decision, Enzo Biochem, Inc. 
v. Gen-Probe, 285 F.3d 1013, 62 USPQ 2d 1 289 (Fed. Cir. April 2, 2002), and reversed the 
district court's grant of summary judgment that Enzo's claims are in valid for failure to meet the 
written description requirement, stating in reJevant part: 

"It is not correct, however, that all functional descriptions of genetic material fail to meet 
the written description requirement The PTO has issued Guidelines governing its internal 
practice for addressing that issue. The Guidelines, like the Manual of Patent Examining 
Procedure ("MPEP"), are not binding on this court, but may be given judicial notice to the extent 
they do not conflict with the statute. gee Molins PLC v. Textron, Inc., 48 F,3d 1 1 72, 1 1 80 n. 10, 
33 USPQ2d 1823, 1 828 n.10 (Fed. Cir. 1995). In its Guidelines, the PTO has determined that the 
written description requirement can be met by "show[mg] that an invention is complete by 
disclosure of sufficiently detailed, relevant identifying characteristics , . . ^g^ complete or partial 
structure, other physical and/or chemical properties, functional characteristics when coupled 

4 

^ MJT8299 701350/0003 1 



AUG.13'2002 22:04 



#5261 P.008 



U.S.S.N. 09/148,012 
Filed: September^ 1993 

AMENDMENT AND RESPONSE TO OFFICE ACTION 

with a known or disclosed correlation between/unction and structure, or some comlrination of 
such characteristics." Guidelines, 66 Fed. Reg. at 1 106 (emphasis added). For example, the 
PTO would find compliance with § 1 1.2, ^[ I p for a claim to an "isolated antibody capable of 
binding to antigen. X/ 1 notwithstanding the functional definition of the anti body, in light of "the 
well defined structural characteristics for the five classes of antibody, the functional 
characteristics of antibody binding, and the fact that the antibody technology is well developed 
and mature " Synopsis of Application of Written Description Guidelines, at 60, available at 
http://www.uspto,gov/web/patents/guides.htm (" Application of Guidelines "), 

The general principle of the written description requirement for a claimed 
genus may be satisfied through (I) sufficient description of a representative number of species 
by actual reduction to practice, (2) reduction to drawings of a general structure, or (3) disclosure 
of relevant, identifying characteristics, i.e., structure or other physical and/or chemical 
properties, (4) describing functional character! sties coupled with a known or disclosed 
correlation between function and structure, or (5) a combination of such identifying 
characteristics, sufficient to show the appellant was in possession of the claimed genus. 
Reagents of the University of California v. Eli, Lilly, 119 F.3d 1559, 1568, 43 USPQ2d 1398, 
1406 (Fed.Cir. 1997). 

There is no legal requirement that an inventor have actually reduced the invention to 
practice prior to filing. MPEP at § 2164.02, citinz Gould v. Quigg , 822 F.2d 1.074 (Fed. Cir, 
1987). "The specification need not contai n an example if the inventi on is otherwise disclosed in 
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such a manner that one skilled in the art will be able to practice it without an undue amount of 
experimentation/' Id. 

With regard to post-filing art, the CAFC stated in In re Brana . 51 F.3d 1560, 1567 n.19 
(Fed. Cir. 1995), that a post-filing date declaration setting forth test results substantiating utility 
"pertains to the accuracy of a statement already in the specification, ... It does not render an 
insufficient disclosure enabling, but instead goes to prove that the disclosure was in fact enabling 
when filed." An important distinction has been made by the Courts between evidence of the 
knowledge and ability of those of skill in the art at the time of filing and evidence to prove that 
statements made in the application are correct. In the former case, of course, only evidence 
which existed prior to the filing of the application, or evidence that certain knowledge existed at 
the time of filing, is admissible ( In re Hogan . 194 USPQ 527 (CCPA 1977)). In the latter case, 
as in this case, any evidence, developed at any time, may be submitted for consideration. 

The clearest affirmation, of the seasonability of factual evidence developed after the filing 
date of an application is provided by the Court in In re Marzocchi (169 USPQ 367, 370 (CCPA 
1971)). In discussing rejections under 35 USC 1 12 where an examiner asserts that the 
unpredictability of the art creates a reasonable doubt as to the accuracy of a particular broad, 
statement (in the application) supporting enablement, the Court states: 

Most often, additional factors, such as the teachings of pertinent references^*], will be 
available to substantiate any doubts that the asserted scope of enablement is in fact 
commensurate with the scope of protection sought and to support any demands based 
thereon for proof. 
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** + 

Not necessarily prior art references, it should be noted, since the question would be 
regarding the accuracy of a statement i n the specification, not whether that statement had 
been made before, [emphasis in the original] 

Id at 367 

In In re Wilson (135 USPQ 442, 444 (CCPA 1962)), the Court agreed that a reference, 
published after the filing date of the application, was properly cited to show a state of fact. In In 
re Longer (183 USPQ 288 ? 297 (CCPA 1974)), the Court again noted that later published 
references "are properly cited for the purpose of showing a fact. 1 * In In re Miner (134 USPQ 
343, 345 (CCPA 1962)) the Court found no error in the limited use made of a reference 
published after Applicant's filing date to show a fact. While all of these cases invol ved 
publications cited by the Patent Office in support of rejections, the same standard applies to 
evidence cited by Applicants. See In re HoEan , 

It is not necessary, nor is it required, that each element of the claimed in vention be within 
a single post filing art reference. It is the evidence as a whole that must be considered. Elements 
of the claimed invention independently described, in the post filing art, can cumulatively 
demonstrate the feasibility of reducing the invention to practice using materials and methods 
described in the specification and/or known by a skilled artisan as of the time of filing. 

The Specification Complies with the Written Description Requirement 
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The first basis for the rejection is the allegation that the specification only describes a 
small number of specific compounds which act via SR-BI including estrogen, see example 3; 
adenoviral vector encoding SR-BI ? see example 5; and anti-SR-BI antibody, see example 8. 

This in itself seems to provide broad support for a genus claim, since it shows actual 
reduction to practice with three widely disparate types of compounds: a small inorganic 
molecule, a nucleotide molecule in a vector, and an antibody. Moreover, all of these compounds 
alter fertility by altering lipoprotein, LDL, HDL or cholesterol levels. 

However, the requirement for a written description is not a requirement that applicants 
reduce to practice all of the species that may fall within the claimed genus. In this regard, in 
addition to the three examples showing actual reduction to practice, the examiner's attention is 
drawn to the extensive list of molecules beginning at page 1 1, under the section entitled "I. 
Inhibitors of SR-BI transport of cholesterol, " and page 12, under the section entitled "II. 
Methods of Regulation of SR-BI cholesterol transport to alter steroidogenesis", with sub-sections 
for nucleotide molecules, and other molecules which alter SR-BI binding or expression (page 14) 
as well as the actual assays for modified LDL uptake, binding and degradation (page 15), 
Northern blot for expression in tissues (page 16 and pages 17-18), HDL binding (pages 16-17), 
methods for screening of libraries for small organic molecules (pages 18-19), methods for 
designing drugs (pages 19-20), methods for obtaining nucleic acid regulators (pages 20-23), SR- 
BI receptor fragments (pages 24-25). Together, this description clearly conveys to those skilled 
m the art that, in addition to the classes of compounds actually used to show reduction to 
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practice, a number of other molecules were known and could be screened for utility in the 
claimed method. 

Id contrast to the examiner's assertion that there is no mention in the specification, of 
fertility treatment by altering levels of serum cholesterol, example 6, page 45-54 of the 
specification, using the SR-BI knockout mouse, demonstrates that manipulation of the serum 
cholesterol in fact alters the fertility of the mouse. Further evidence was provided with the 
previously submitted response. See Miettinen, et al. J- Clinic. Invest 108:171 7-1722 (2001). 

The applicants demonstrate in Miettinen that the mice are infertile because they have 
altered levels of lipoproteins and that fertility can be restored by further altering these lipoprotein 
levels. In the SR-BI knockout, the serum cholesterol levels increase two fold and the HDL 
particles become abnormally large. By changing the conformation of the lipoprotein using 
probucol, fertility was restored. The loss of ApoAl plays a role in lowering HDL cholesterol but 
is not essential for ferti lity. Clearance of serum chol esterol still occurs and can be in creased by 
overexpression of SR-BI via viral vector. In the ApoAl knockout, ApoE becomes the major 
apolipoprotein component of HDL and increases in expression. ApoE has recently been shown to 
be a ligand for SR-BI and that SR-BI functions directly in clearing cholesterol from HDL. 
Miettinen also teach that SR-BI is not required for fertility in the absence of ApoAl during 
embryonic development, adult maturation or ovarian function. In the combined knockout, 
cholesterol levels are such that functional oocytes can develop in the altered extraovarian 
environment wherein the proper window of serum cholesterol and lipoprotein complement exists 
for conception and implantation. 
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The mechanism has been described as the ovum viability and success of implantation is 
dependent on state of HDL and by altering this factor pharmacological ly, fertility can be 
restored. The infertility seen in SR-BI mice i s not due to malformation of the reproductive organ s 
but an inability to produce functional oocytes in what can be considered a growth restricted, 
hostile environment. This was evidenced by the successful conception, after transplantation of 
SR-BI -/-ovaries into wild-type mice almost immediately. Fertility was restored by treating 
pharmacologically with probucol or genetically by ablating ApoA-i expression. 

With respect to the statement that applicants have not provided adequate written 
description that modulation of SR-BI would be required to treat "any and all" reproductive 
disorders, applicants have not claimed treating "all" reproductive disorders, but " A method for 
altering fertility or treating a reproductive disorder in a mammal comprising administering a 
compound altering lipoprotein, LDL, HDL or cholesterol levels in the mammal". Note that 
while the claims encompass humans, there is no requirement that the claim be specific to the 
treatment of humans, and mice are considered appropriate animal models of human fertility (or 
at least most of the drugs used for contraception were tested initially in m ice). As to issue of 
tissue distribution, the examiner's attention is drawn to page 1.0, for example, and the figures, 
which, demonstrate that it is the levels in the steroidogenic tissues that is most important, but that 
levels may also be altered in other tissues. 
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Rejection Under 35 U.S.C. § 112, second paragraph 

Claims 1-16 and 20-22 were rejected under 35 U.S.C. § 1 12, second paragraph, as being 
indefinite. Applicants respectfully traverse this rejection to the extent that it is applied to the 
claims as amended. 

Claims 1-16 and 20-22 are not incomplete. The only step that is required for treatment is 
defined by the claims: a compound altering altering lipoprotein, LDL, HDL or cholesterol levels 
in the mammaj is administered, to the animal. The claims have been amended to recite that the 
compound must be administered in an effective dosage, and that the mammal must be in need of 
treatment thereof 

Claim 1 has also been amended to recite that the animal is female. 

Claims 2 and 4-7 have been, amended to provide antecedent basis. 

Double Patenting 

The claims have been rejected under the doctrine of obviousness- type double patenting 
overclaims 1-10 of U.S. Patent No. 5,962,322. This rejection is respectfully traversed. 

The claims of this appl ication require treatment of a mammal for a reproductive disorder 
or to alter fertility; there is no mention of such a condition in the claims of the '322 patent. There 
is no expectation that the method of the '322 patent would be of any use in treating such 
conditions, much less to select only female patients for such treatment. Accordingly:, the claims 
in the '322 patent do not make obvious the claims now pending in this application. 
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Rejection Under 35 U.S.C. § 102 

Claims 1-7, 15 and 16 were rejected under 35 U.S.C. § 102(a) as disclosed by Rigotti, et 
aL. Cur. Opin. Lipid. 8:181-188 (1997)- Rigotti, et ai. J. Biol. Chem. 271:33545-33549. Claims 
1, 2, 4, 5, 8, 15 and 16 were rejected under 35 U.S.C. 102(a) as disclosed by Spona, et aL, 
Contraception. 54:299-304 (1996). Claims 1, 2, 4, 5, 9, 12, 13, and 15 were rejected under 35 
U.S.C. 102(b) as disclosed by Bajetta, et aL, Br. J. Cancer 70, 145-150 (1994). Claims 1, 2, 4, 5, 
9, 12, 14, and 15 were rejected under 35 U.S.C. 102(b) as disclosed by Curkel, Medical 
Treatment of symptomatic endometriosis. Human Reproduction 1 1, 89-101 (1996). Claims 1, 2, 
4, 5, 10, 11, 15 and 16 were rejected under 35 U.S.C. 102(b) as disclosed by Whitcroft, et al, 
Clin. Endocrinol. 36, 1.5-20 (1992). Claim I has been rejected under 35 U.S.C. 102(e) over U.S. 
patent No. 5,674,488 to Reich. Applicants respectfully traverse these rejections to the extent that 
they are applied to the claims as amended. Claims 11, 13 and 14 have been cancelled. 
Rigotti, el aL Papers 

Neither Rigotti, et at paper discloses administration of a compound altering LDL, HDL 
or cholesterol to a female mammal in need of treatment for a reproducti ve disorder or to alter 
fertility. Rigotti, et al. ? discloses transient overexpression of SR-BI in normal mice (page 185, 
coL I). Rigotti, et al. reports that administration of estrogen to normal rate increases SR-BI 
protein expression in the steroidogenic cells (page 1 83, col 2; J, Biol. Chem.). Rigotti, et al. ? 
also reports that there are higher levels of naturally occurring, unstimulated SR-BI in the liver, 
the adrenal gland and the ovary, and the mammary glands of pregnant rats (page 1 83, coL 1). 
However, since neither Rigotti, et al. discloses administration of compounds to animals in need 
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of treatment for reproducti ve disorders or to alter fertility, neither RigottL et al. discloses the 
claimed subject matter. 

Spona 

Spona does not disclose administering an effecti ve amount of a compound which alters 
LDL, HDL or cholesterol to a mammal in need of treatment of a reproductive disorder or to alter 
fertility. Spona discloses administering an oral contraceptive to normal human females. There is 
no measurement of any lipid values and the examiner has produced no evidence that an oral 
contracepti ve in the dosage used by Spona would alter LDL, HDL or cholesterol levels. It is 
well known there are many mechanisms by which fertility can be affected, and one cannot 
assume that a contraceptive would inherently alter LDL, HDL or cholesterol levels - indeed, such 
information would need to be made available on a package insert since this is a prescription 
product, and no such information is present as shown by the accompanying package insert. See 
also the paper a page 299, bottom of col 2, which states that "The monophasic preparation ...has 
been observed in a number of studies to be metabolicaJIy balanced in terms of lipid and 
carbohydrate metabolism. . . 

Bajetta, et ai 

Bajetta et al. describes administration of formestane to breast cancer patients. The claims 
which read on cancer have been cancelled, since cancer is not normally considered a 
reproductive disorder. On this basis alone, Bajetta does not anticipate the amended claims. 
However, there is also no evidence chat Bajetta alters LDL, HDL or cholesterol levels. A search 
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of both Medline and the NIH website failed to find any article or reference to alteration of lipid 
by foimestane. 

Cirkel 

Cirkel describes various treatments for endometriosis, which is an overgrowth of 
endometrial tissues, which according to Cirkel, may not even be a disease. The dependent claim 
to endometriosis has been cancelled^ again on the basis that it is a disease more like a cancer than 
a reproductive disorder. The treatments include various hormones, including progestogens, 
danazol and LHRH agonists. There is no disclosure of administering an amount which is 
effective to alter LDL, HDL or cholesterol levels. Not surprisingly, the entire article focuses on 
objective relief from symptoms, including p3in and various accompanying hormonal changes. 

There is no basis for asserting that merely administering a compound such as estrogen 
will achieve the intended effect: the dosage must be correct, as well as the selection of drug, to 
meet the claimed limitations. Absent some disclosure as to the need to look to lipid levels, one 
would not inherently achieve the desired result. Moreover, a review of the literature does not 
find any association with the pharmaceutical ly acceptable levels of these compounds in the 
treatment of endometriosis with changes in lipid level - i.e., these compounds are not effective 
due to alterations in LDL, HDL or cholesterol levels. 
Whiter oft and Stevenson 

Whitcroft and Stevenson is much like Cirkel - it discloses the use of hormone 
replacement therapy (although as the recent studies have demonstrated, the risks are now thought 
to outweigh the benefits for women with intact uteruses). The HRT they use is designed to 
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maintain bone mass; not to treat reproductive disorders or alter fertility. The dependent claim to 
treatment of menopause has been, cancelled. Moreover, as noted at the bottom of page 16, since 
HRT is a combination of estrogen and progesterone, any alteration in lipid profile by the 
estrogen is neutralized by the progesterone. Accordingly, Whitcroft and Stevenson are 
administering drug (combination of estrogen with progesterone) that does not alter lipid profile 
and which is administered to individuals who are not within the claimed class, so Whitcroft and 
Stevenson does not anticipate the claims. 



As the examiner has noted, Reich does not disclose the treatment of women, in. need of 
treatment of a reproductive disorder or alteration in fertility. Since the claims require treatment 
of this population, Reich cannot disclose the claimed method. 

Allowance of claims 1-10, 12, 15, 16, and 19-22, as amended, is respectfully solicited. 



Date: August 1.3, 2002 
HOLLAND & KNIGHT LLP 
One Atlantic Center, Suite 2000 
1201 West Peachtree Street 
Atlanta, Georgia 30309-3400 
(404)817-8473 
(404) 81.7-8588 (Fax) 



Reich 



Respectfully submitted, 
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Certificate of Facsimile Transmission 



I bereby certify that this Amendment and any documents referred to therein as attached, are 
being filed with the Assistant Commissioner of Patents by facsimile transmission on August 13, 
2002. 




Patiea Pabst 



16 



MIT8299 7OI35O/0O03I 



AUG.13'2002 22:07 



#5261 P. 020 



U.S-S.N. 09/148,012 
Filed: September 4, 1998 

MARKED UP VERSION OF AMENDMENTS PURSUANT TO 37 CF.R § 1.121 

Marked Up Version of Amended Claims 
Pursuant to 37 CF-R. § 1 J21(c)(] )(ii) 
L (Fi ve times amended) A method for altering fertility or treating a reproductive 

disorder in a female mammal in need of treatment thereof compri sing 

administering a compound altering lipoprotein, LDL, HDL or cholesterol levels in the 

mammal in an amount effective to alter fertility or treat a reproducti ve disorder in the mammal. 

2. The method of claim 1 wherein the compound alters SR-BI expression in the tissue. 

3. The method of claim. 1 wherein the compound al ters binding of SR-BI to high density 
lipoprotein including cholesteryl ester or other lipoproteins. 

4. (amended) The method of claim 2 wherein the compound decreases SR-BI expression 
in [the] a tissue of the mammal. . 

5. (amended) The method of claim 2 wherein the compound increases SR-BI expression 
in [the] a tissue of the mammal . 

6. (amended) The method of claim 3 wherein the compound decreases SR-BI binding to 
lipoprotein or transfer of cholesteryl ester in [the] a tissue of the mammal , 

7. (amended) The method of claim 3 wherein the compound increases SR-BI binding to 
lipoprotein or transfer of cholesteryl ester in [the] a tissue of the mammal . 

8. The method of claim 1 wherein the mammal is a female and the compound is 
administered in an amount effective to prevent normal reproductive function. 

9. (amended) The method of claim I wherein the mammal, has a disorder characterized 
by an overproduction of steroids. 

1300 * I DOCKET fAME 

CLIENT/MATTER 
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10. (amended) The method of claim 1 wherei n the mammal has a disorder characterized 
by an underproduction of steroids. 
Please cancel claim 11. 

12. The method of claim I wherein the mammal has a disorder which can be treated by 
decreasing production of steroi ds. 

Please cancel claims 13 and 14. 

15. The method of claim 1 wherein the compound differentially alters the activity of, or 
expression of, SR-BI in different tissues. 

16. The method of claim 1 1 wherein the compound increases SR-BI expression in 
reproductive tissues and decreases or does not increase SR-BI expression in liver. 

19. The method of claim 1 wherein the compound is an antibody to SR-BI. 

20. The method of claim 1 wherein the compound is a drug that decreases production of 
steroids via selective binding to SR-BI. 

21. The method of claim 20 wherein the compound decreases cholesterol levels to 

decrease steroid levels. 

22. The method of claim 21 wherein the compound inhibits cholesterol transport. 
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(warn rrfflrfilml nSBrtwai filratdy e*ate are 105 * 6.1 po/mL Ethtny) «p«W rtntwmnw»s 1W m 
Increase irom dw 1 W 6. hm (IB fntrwstJ IV 1?* "om days 1 Id 21 Wwtnt 11. 

ftGUREl 

Mean fSE) tovDnprocsmrl and ^Wnyl w»T3dW senim concanUattonB *h 22 BuMncts ffirivha 
Afcsec (1rt0 tug fnnjnqisnstnjl pud 20 rtWnyt eOtaim) 
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"DcpwidlnQ fin mrfftnd (cnlfipdar. a*«tElton t Bymptumcmipl, pijinrwilawn) 

Mrtlcd irpm HBirfwT R A et fll, Coowatftot ftdmokw Mil Revfsed firtton New Ybrft, NT: /Wail 

MExfta, Inc, ^ . 

during 1/70 (18^)01 Olo 7OT c***; Tfm5 ihdI«5 wct* otep durinoS^ffl f81i%) J^wJ^j". 
pyS <ff iheliwl 7370 j trrtnl oi 1 SO cydw were adudod from aftfflon ortrrePbari rndw 
dlip to me (bb or haitop contraoprlon flnd/m- mkwtng 3 of mom coosecirtlwi pins. 

Coninilpil^c^fons .. 

CwibMlnp oral contnttpovus apwjtc tw. tw wad In wjrncn wfth nny al Ihc foUoWlflO cnndrDona: 

rtirambapnuplus or rttrombaarnfanlb dbnrd^m 

A pna history o( deefHwIn IhramboptilftbW! 1 . ur mromttoepiODlIc tflsortere 

Cerebr avascular or comrrBiy arlwy dlsww 

TfirprplJi^Brrte vaMrf'JpathnE 

TTt/amtoogpnte ffiytfwi dIanrdefB 

DInbetBS VJHIJ vasctdorlmmlvcmcnT 

UprofrTrollBd flypflfTDftBlofl 

J<nawnarBUBpedBdcairiri0rT|8oTITiebfpasf 

Cardnoma oi Bid mrforrwrt/m or eflwf known pr swspectBd nstmgBrvdtipBndunT mq*^ 
UndlRonittaf .ipflomul ppnllal Dlaedlnq 

ttepptm ndonnmn? nr arnjfnqrrtaa, or ccttw Iter fllwefw, ab bmo » (umali)n ten nm rttiim*d to normal 

Kpiwn or oospsdnd pnTorwrtcy 

Hypersensfflvffy "> any of die carnponcnts rn Atftssft. 

HfrFTilBpt 



Tlk rich InmjKiS t-ia agp and wltti )iw eflani snnkMlB "jlWfflilS^ 
ratiaa par d« nrtncfe»hnl *tlh «jW^^ lM ™Vl?J^ 
35 VHnr» Pt BtP>. Wcnron whu nfn nprl ta^raianjm tftotdd be iminaly aflghlW not ra «aiaKi>. 



Dip , k nr qi oral ucntr^cep^es Is aBBocfemd with Inropcd rjdcftnf ""^°'? r ^^ 

onllsm, and strokfl). iwpptin n»p». gaDpliddar (HBtase, and limnnib|h ^B^J^f 
nrnfeldHy or morm ky Is vary small rn Mhy wimrn v^hnut undfnSrlno rbkternnL 

rw (wajiitrnd fhrnnibijpWIte. nyp^tiwrtlon. nypertloldoiTilaB, <wcsity pttd opmnw. 

PpeHtfqB^fl prescrtDlnfl Q r?| aintrBCdpllws shmiW 1^^^ wltfi Ihe ropowlnq (rrformaTlon rrrtaflno m 

th« ii 

U5D0G 

lodny. 1 - , , 

Thf fcbflvQ fWrfcnsrmr provkte InfunnftMOft 0« Oft nrttml dlnfcal occurred pi of a dtert^i, Cnftort snulffl 

wr. and ponianTB. Ttw attributable d*r. pnwW? I" 1 *^"^^^^^^. 
dSwos In the (wptrtimnn. For tuntor intormBtloa rtv: reader «s rr.umd ro.iwrton «pW<!miolDiiic3l rwdwlr, 
1. THROMBOEMBOLIC DISORDERS AND OTHW VASCULAR PROBLEMS 

riyni^rjIesTmilfimla. mwoM ppaslty. and dBbcrs. Tfto rHnUws ^ Heart aamk torrjrnmm ^Kortr> 
cr£dwr usfrrc tpfi bam esllmjlBd tD t?8 r*n f75 ok fhr Hnk very ttw wiflM rfic BQe 30. 

mm at rnymardfcrt In^rnJon hi women in tftalr mW-fpirttoa or otdcr wWi 
livnr errZ casm. MwlMlry -r.cocWftd -im circulatory d ?W ^J"™"' 
m In unokE/r. pvrt ths bob dI 35 and ooosmoftcrp (W ttw pge of 4o (TaWo III) amoftfl -urnnn who use 
oral cnniraocptiws. 

ORCUfiTORy DISEASE MORTALITY RATES PER 100.000 WOMAN YEARS BY AGE. SMOKING 
BMlMSANOOHAL-DUHTRACePTIVEUSe t _ . , . 

Orfl pontnicftalK'ES odv aurrpocfra fn> encoc ITJ wnv- 
kmrnn risk ff crors. puch t* nypertenston, dufratie. hvper* 
llphcrnlw, *Qfi -mV. obftrJV- (n particular, swm progwio' 
pnrrs ?m Jtnwii m dROTra KDL chohnierol aim cauw aw- 
cosq |nTo|sn?OTC, whfli: csrmTCns may create a statB oi 
hypclnsiiUnhni. Orel corttreospdves hfrw: b«n snow to 
irrcasc Wood prcssimj among tsar, fsco sedbn 9 In 
Ttfamlnat'). SynW effects on risk factors havr own n?ro- 
ctel »wtn fO (ncrrtsnd rfck flf f»=ari okeafa. Oral CTmr?* 
enpttos: mwsr Pft o«od caiOen ID women wah wjdto- 
vBSEOtu dtecnsn rr.lt tJOnrS. 

b. rfeztfnoosoibp/&n . B 

An IjwESEdJ rfek of vanooa tnn7nwoCTJ*Wlc nnc frpomro- 
Ifc ^seasp ussociaUKl wfjn Cw usa of onr| cn/Ttrjtq?iV? «> 
«cl csnihfbhcd. C«« copjrof stiidla tisva found mc rrtzft/z 
rtsk.of (wtg ooirtpJTcd » noo-oscfc to pe 3 for 0* first 
Rptoode or superficial venous ftircnfasb, 4 (D 1 1 far decp- 
*cfn ibromoor4s o» ptrfmooafy emtwteru. and 15 to 6 tor 
wrrcn wftii prRJfepodno oandHaw tor venous Ovmn- 
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JnSSSSrf rfsfcrf toe foftrwtnn eertw? sflww f&sAm ( ggTtt milcns' section for additional 
ThreftrtwenWb dfaordcre and other vascular /wAtoms flndufflng.TttpyribopWrf^fci. «nyl4 g»arg- t 

bJJo^pbru^ 

lipid effccfc, efcvatHJ nkxri prassurw, and headache* 

Thr retowtrrg pavwraj r«20tmiP haw tx£n rcpcrred In p.Hfcnr. receMna oral cotfrDceettJes art are 
bePevrttopflrttrarBtaJ: 

GaSrSrtEstfreJ symptoms (sua as aptfcrrdrial pthi, cramps antJ bketiiK) 

BpsattpaiiptfcBtap 

Gonnfna, 

Change h msnstru^ flaw 
f\nwiorftjeQ 

TttnpoTwy Intertill Bftor d^BcorrapusiTjon of irWBhCrrt 
BJeiwfti") ftrtflfioo _ 

Metasma/'cfiloasrw-Wmiypn^st 

Breast ctunoos: tHndnrnoss, patf. wlarrjianent asrwon 

Change tn wrirjffi or apptnte (tocrea« of deoeaac) 

Chaflne In oivjcal erosion end esrjstnn 

Dhnfrmrtim (nteeiJhton wbrp Qtuen IrnmefilsWy postpsraim 

Cttnrj^clatmrllcn 

Rzsh (Bflamfc) 

Mood cftrrtfies. Including dsprssoton 
VvjMb, candidiasis 
Ctrertgft In corneal curvature (steepen Hrg) 
1 rttetonte io coptict tenses 

Decrease In Barum Maro te^te 

BcacBrpstfen erf BVBffirnlc lupus nrydrarwrnsiB 
eoo?ftfft!oncipiifpftyrta 

&(OTflrtiirtiqn dl etXWfci 

Afiiirwsihin of vhiIccsd vafne , . _, . . uJtfcw 

Aii^ftyt?dWlmnptNhcn)ki reacnons. tncTrjdhp urthars, anotmdwnB. ann oara reactions wim res- 
D faAM iy pid U rt- MtJJJi y aymiffirms- 

TT\t foflowtro adverse raactfonfl haw nnen repotfud In wwa of orcf cormrin«iprtww nod the flwwterton 
nw Iwrtn rtefoter affirmed norrBfurad: 
ftBiiwiiHJiwJ syhdiWhe 



Optic neortrts, wnfef) maytosflto partial or complain loaa of vtsltm 
Cvertfe-lite syrrdrrnTC 

Dizziness 
Hirsutism 
Lonrii Ecatp nafr 
Erytnsmi miitttormc 
Erythema nodosum 
Hwnontisplc erupt ton 
impaired rpeal ftmctton 
HmroWc urtmfe tWdrorrre 
Buaiwrilaf) syndrome 
Acfte 

ChfiRKS fn flljMO 

om 

DiramcnrxTbw 



Srrrtwe W (fftefc ftwe not t«H| ropwlna rnMlno flarfe tenosOon nf terpn oral wintracBptrvBS by 
ywmo diflflm Ortrrfnwnr. rrV7 OiWIi n*^, flnd wWldttwal Mcpding may «ctif In females. 

^eSJrnSSc^ tencflrs rctorotf w rhft gg t pPlcQTir^cty^ rjjppurttfhy 

epWofnWajfal stwilas wnteh Ictqd^ utiitead f^cmrtmccpTr^ romtuPTnins romjiinrng 0os« rvwumo 
a.naB ine of dtif riyf etraifof or 0.05 mg o| rrwaranoL 
^jfMb on (flcnssst 

Diwnrarf blood ftcs and dwrpicud WMttKr. nf JnwMlnfWcnny fwnifa 
DBcreasnd focWerna trf dysniDmnlKB 
Eftetft PrtHfff to frrttfftfTton qr cvnWJom 
Dftcnsisfld hftWcrrtc oi fiiin^wl <n flft_ni ysiB 

E/tt?cra from ferro'f'jnTi i^w. A , jll ^ 

ppcrrased frcjronre orf flfernadarwrnaa and flDrocystte flteSBse 01 tne ottbdi 
Dfjaeswd fncWfW- of acuiepriWfc InmmmBtory dlseaitp 

Bweasad ■fncKenco ot orvJwi atrial nailoa" 
tnBSsnd InclderRR of orarten qannQ* 

To aXr^^C^rtCCprNc 6fTnntrv«»ii^ ( Ak»*r OmpmrM t imff ^Mn^f^^M) f^f^ 
taken otacoy as dlractod ond b! fntwwaiB not oxogodlrm 24 noun. Trw i dbpsnsm ' sfwiM be tept hi tnc wJP 
silppflRfl m ffuoW pa^Ws raffing of me pfRs- If o>o puis fede, prttorrts afwuw corrtmun fo late tfjam as fllnraud. 
Tlta dosBpe of AJossb-ZB b onu phk oWd rf?fly for 21 consecutive days, Mtowto* by one WdW^tIW) Inert 
tablet flalf hr 7 consacutiw aaya, acfioffllnn lo ttie proscrtlrod RMdul«. 
ft Is nromrramderj Hut. Ata^SB mMftts to« titan (* Om fame fltm Rach day. 

oSrSjih?rw eyrie ni rm^Mfefl, n> pjtftsit h hjflfnmed fp p^n t^gAla^^B an i tnaj W Sunday 
torainwi amandwdiiia. Wlthdnwral Wredlnc should usuaBy o«ur wtata^Mt^ 



a poselWIfty 

dTo^jnlDffiiAIS^i^ phoT jo ftltobpn'off rnefllcetton RitoUO Db conswwefl. 
ftus paltent baoto hBr nna and nil eubsoquant 2S-doy routbcs of fa Were on rtw Bamo dw *c wcc*. 
(Synflayl on v/hW efte ocoati fta first course, (allowing o> sum ^cdute2 1 dEyswi ptak aMats — 
7 days on Bgm-gnMn hiart tottafs. If In any cycle the patient starts fetto toterto Bib PjWd^j™ 
stwSri prow herself nstortflnffwy oy oslfK) Pnointf mrUiod ol Wftn cmtrnt fimn ?he hac ftKen a ppk 

rmt Oa0y tor 7 oDnocotrnVs o?yc. 
0» ; start: 

Dmfiw itw fHr cyi* of rurftotinn. oV partem !r. hsfruard 10 bftg&i t.iHtt9 Atesse-M durjfi^ «w first 

«TlW! days, Wlawfid by one IfOtrt-Ortcn htm ratifci doily for scyen cort^fve dW. WtWfiripl 
Shoold ustnuy occur w&tilp iftreg deya fDlfowtrn dJsninilnusrJon ol pink taOjaa and may no| haw llnbfwd 
Bdnre tte nwt pacltfei tUftwL I! medication Is begun on dsy mr of nre menslmal cyde. op back-up cont/B- 
ccffllon h wstftSry. if AfciSR-Zfl tsptafn am srnntd Wef ihnn day nnc of tne f>ff mr^joai eyctft or ft^t- 
psnum, eommrtpfrij r*|?ncfc shuold not be pl«cd o« Alosc-ZflpWro unrl irfffir the fng 7 opnsKUTfvq 
dws of jdmlnferetlon and 8 nonnornwnal bailfnp mslttod ri Mr* ajrn^ot sbniiM I ba iww) curtin mcpB 7 
daya. Tho pDsaJbiAy of ovulation and copceptiin prior to htoatbn of mtafnatfeo Efrouftl pa corrsMoiM. 



2B^ay raotnon of latfetB, sns shnuW start par rtw pa* ol AJdssq on Gin day affw hor fa« tahto. Sb» sttouM 
not waft any days betweon packs. The pstlent may nwltcn em day from i pragssttamjM p* and efioutd 
RSlB AJcs« m* flaf » CTflchinD fnim m hnptem pr inlccton, If c pafimt snttrld sfart Afcasc on Iftc 
S ol Jmpfem removrf or. H «s!nfl Entnfailon, ttm day Ptfl next (nj«alnn worirf bo dua. toj w^rfilno froma 
masno-oory pp. MKkn Of Imptarrt. iftc pafltenf spnjild bis advjsep ro use a nonnormonal back-op method 
Ot tfa ttlflnji ftr fhr f fcs 7 djy; of tahkc^Mna. 



#5261 P. 025 
ltffapnnxv sjimiLiijB inunMci un ma. ot botuiw safcnn 
fitnCTt 41 ton hewt and blind mxais (Tuffl onA-oajra- 
pbbiIr) pan, Ttfe rfe* loncartt ajtt" agaipfl WTtt tta 

iinwnnl n( snaWniM S w ptfrt pfrr««te pat dgfixs 

trnun ocpKfaipd wft v jlgirtrtaimy |ituobic3 no) raifl 
rt) qulr* nonwd fin women pwr aByne wof »p . women 
w^m nail pfif e u p u ■utal hms rfni« not niMlu, 



Most sbtB e tTecte of tits pO gib not tErfotrs, TTnmoq : ft^nnrto 
Such cfljcti pa naujn, ujffflUn. Waaflng WBeren monsmiH 
pdtaJs, «rigtfl Wto. bust t^mts^»6 cTfflcoSy mlnq 
contact lenses. Tficsc eWc dfcos, <$pOTrrija*tfro *om« 
ittoo. may rabskto wttWn tbs fuwtfiroo rmnro of ose. 
TTjaaort^Lmelifcrcffcctsdf tfko pfl emirvery Wtarwflhr, cgx> 
dtfty t wo an m Qood bsalh and do nolawte However, jriw 
should few that OB foBov^ig, mc<fl«^ cciK&lons rR*r bwi 
txEodatsd «Wi of njsiSD worsa by DID pi£ 

1 . Blood cfDT5 iho fees (Lln^bOprtWrttt). JjOto (put- 
rrronary nmbnfbm), ctoptw or rvm^ olo ntow h 
tn« piBpi tmka\ ™teoa of btood wse* m mc Jtcjit 
(lifiart attack ena anoUm p«tort^ or uftinr nryEna oltnc 
fody. As /rtsntkirwJ pbovn, =fwkWncreM rteof 

cansEinwiDeaw Wbnwn urltfi rTifnrafrre afep rrwj be at 
tn0i*3SGd r^k al stroke. 

2. firfcr rumors .whicn m^^BS^^^" 
frni. A po55*fc fciif pot driinliTi Kerjctattoo P as pjae n mtmd 
wfei tho pfR Pud H*or rancor. Ko»»cvcr, IVfrranfw; we 
extremely rera. The cbencfi ol dovanping bwr crdcot fnjrn 
u|ng Vte ptll Is thus even rarer. 

a. Hloft Wood pferwure. nlfftoucn ohofl pfBswirB osustJy 
renims jn normal wficn ttn; pWls snrppftfl. 
TTw aymptmra Bssocteml nftft those sErtews ofde nffC0s prr. 
dfcct»n?d Pi Ihfi dfitHtW fcafSt g>en to yon wfm your supply 

pflfc. Norify your dcrtSr or fi^n>care pwM argyo u 
noma any unusual phjrsfcat dtetuitanas wrfln tatnng m pffl. 
tp addiSon, dnjrp SW» ns fp?mpfa as well bb same arrucorv 
viitsarts and corp- prtlbtotte, and possDty Jofirrs mnt 

Brcnst cm* h« betn tfsflnosefl sfl^trtly mora oTlsn rn 
woman who ueb trw plfl than In women of rnc pp. 
who pa not usa trie pill. Tpts wry email rncnwaa m rfw num- 
ber of brwsx eppcer dTsonesf-: pflflTiaftr dJ^pRorr. during 
the 10 years Bfter sttpplpa ubu of rhc pflMlJc not knewi 
whether m» dlf lerence Ir caused by me pltl. It may bo mat 
wrtmtrt taking ihr tfn were tfcrrrilfwd mora ottBn, eo trurt 
hrp?nt cancN was mon? JBcdy to oe dd*ctad. 
Sornc studies hsvt round en InereaM In the rncMcncc erf 
cancer or precancerous I Batons of trw nnrvte tn women 
who uee the p% rrowaver, fills finding may oe retatod m 
tactors otftfir rlwn the u« p' 1he plfl. 
TftWfto the PHI prp*|cf« aopio Irnptwtanl norraiilruanravo twn- 
cfrfe Tfibw fnchioc k&pMv\ we ^maMoq. tmmeretnal 
btood bas and anerrria, fowBT pcMc rmeraatt, artd few ran- 
cbte or tna ovary md ttie Dnfnn ot (he trtems. 

Bo Birre © dfewss nny modldil wrtdltron yr*g may fwvc fiyawr ^^-^P^ dCT J^ ,,a ^ I ^^ <1 
mcvjdcr will nte ? mrdfel ,md hmlfy r-teory before pnwfb||»g oral ^^^^^J 1 ^^ 

pBfliivpB that It la tppTTjorfato m poatpime It. You sTimrttf pe rtwanltnrt attoaftnffpjay 
pontracepllvps. Tlla dfititflfid parJ^mtemiatlDii Irjaflat pfvm you furtlwr rrriorrnatfon whCT ymi *<wld nrfnJ 
gnd rfrpeuEa WUh ynirr beahh-opn! provider. 

TDfc prnduct tfika aH oral crifrireojptrrtB) Is uihrrdod to provont pfagnanqr. It dow rrm prrirea ^ a, "f[ 1 53 rtr? ' 
rnHw&i of HIV (AIDS) and other Mjuwlhr DVBmltted diseases such is ehBrnydTa, oenltal nerpw. enntot 
warTB, rjorrartfiea, hrrpafiffe B, orirt Srphlte. 

□RTAIICP UIBELJHG , 

fhh) niorfucf fj£s plf ornl cpplponptlwa) fa Iplirpdafl fn pfeimnt pnipnancy. It dow not prows BQalwt 
HfV InfBCthniW Wl <mU dthoi twtrahT bTinpnTfterl dhwasw. 

ennakfan osfng oml mrnTpnrrJoVra frhe Wrrh^nrrrd P IR or tte p|H) ^«ld .jr^^nc H)« 
taj^rjrr. mil ffcla of unlnfl thh tarm ol birth contra!. This kaftet wffl aha you much of dr« Inforrmtton yon 
*m nwd TQ mete m dcctslen end win pteo help yoo tfMrmintJ it ym» ate •^^^'XX'lrL- 
Bcrbtpg t*lr nfta of ik plH U «KI «H f«M how w utt the pifl property co that ft wffl be bb modJ^BpW' 

r^dcr. You ahrnfW oIet-uh die Intomwrlon provWed In fM-S ltJm*mm or hem whon jfoi i nrnatart 
Eksiq |ne pit Bftd ArrtiKi your raVlsftfl. Vou ahould also roflow your hwWHarre pro-/|dcn? aftvice wjm regard 
to moulv etlnek-iipr. whPe you are op the pn. 

r^rnrocQptlra or W-confrol pite" or ^he pF am used ^^-^W^^ 8 ™ IfJi^ 9 
than othnr rwnaurnlml mEttioda of htrrti cDtrmH. Whan thoy arc «Ven eftrrecrfy, tte chanee rtm m 
pmgn8n|.r5 teo tftwl pd- ye?r whm used perteelV, wmwiJtm^»rv>^.^^ 
m par yent Tho chancf: ofSmmhra prorjnanr Inernracs with trt mfesed pf during ffla rronBoysl^lB. 
In oTmgutr^ werWft Wltfnt mtec for other methods ot MrfJi control punnp the first year ot use nn: e; Wm- 
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